Dear Editor,

Switching between innovator biologics and biosimilars is an important topic that will benefit from additional scientific exploration to inform public health decisions and the safety of patients who may be asked to switch. A recent article by Cohen et al. \[[@CR1]\] attempts to address this complex issue. We describe herein some of the limitations of the paper and over-interpretation of the available data.

The title and journal heading describe the paper as a systematic literature review; however, the steps and elements required for a Cochrane systematic review are absent \[[@CR2]\]. A total of 90 studies were selected, 54 of which were on large molecules (mainly anti-TNF agents) including both randomized clinical trial (RCT) data and mostly recent, small real-world evidence (RWE) studies (\< 100 patients per study) not yet published in peer-reviewed journals. Although much of the data selected is reflective of this being an evolving topic, a clear objective, outcome specification, and grading of the quality of evidence are lacking and no independent review committee was assigned to this work. At a minimum, data should have been weighted to reflect their relative strength. The evidence covered at least 12 different innovator biologics across more than 14 different disease states and we believe that the therapeutic actions of drugs, the populations, study types, and study outcomes are too diverse to apply a single approach to the review and draw any specific conclusions \[[@CR2]\].

The authors did describe different data sets showing positive outcomes or no negative consequences associated with switching to a biosimilar, particularly the larger RCTs; however, given the breadth of drugs reviewed, many relevant studies were overlooked with inconsistencies in the approach to data presentation and evaluation. RCTs and RWE that showed unfavorable outcomes associated with switching from innovator infliximab to an infliximab biosimilar were available before the cutoff date of 30 June 2017 and were either excluded or not described. For example, in the switch portion of the two RCTs PLANETAS \[[@CR3]\] and Japanese rheumatoid arthritis studies \[[@CR4]\], an increase in adverse events was observed in the arm that switched to CT-P13; however, this is not described.

In RWE, Tweehuysen et al. \[[@CR5]\] and DANBIO \[[@CR6]\] also noted higher than expected discontinuation rates after switch to CT-P13, and either it was not mentioned or it was not fully described. Additional studies in patients with either rheumatologic diseases or IBD in Italy, Turkey, and France also showed higher discontinuation rates or adverse clinical outcomes in patients who switched, and were not described \[[@CR7]--[@CR9]\]. Other inconsistencies relate to the authors' excluding a study from Germany \[[@CR10]\] showing unfavorable outcomes with switching that became available shortly after the cut-off date and, in contrast, including another study showing favorable outcomes for the adalimumab biosimilar GP2017, also made available post cut-off date.

Additionally, the findings of Yazici et al. \[[@CR11]\], which demonstrated higher treatment discontinuations and shorter time to discontinuation for CT-P13 as compared to the innovator infliximab in rheumatologic populations, were dismissed by the authors as chance. However, the replication of these findings in the same dataset and time period by Phillips et al. \[[@CR9]\] was not mentioned.

The authors highlight three multiple switch studies (in contrast to the single switch studies described above) between different innovator products and their respective biosimilars: filgrastim, etanercept, and adalimumab. We caution that these data are not generalizable to other biologics. The conclusion that there are no differences in efficacy or safety based on a limited number of switch studies in these unrelated molecules should be questioned. Although we do agree that pharmacovigilance is critical to ensure patient safety, it cannot serve as a substitute for the evidence required to demonstrate interchangeability between innovators and biosimilars as defined by the US Food and Drug Administration (FDA) \[[@CR12]\]. Importantly, the multiple switch studies described in this paper do not meet the trial design requirements specified by the FDA to demonstrate interchangeability, and until such studies are conducted, patient-reported loss of effect and/or patient discontinuation may be the only indicators of drug failure that real-world evidence can provide.

The authors refer to manufacturing changes in a specific innovator biologic over time as "de facto switching," and note that publications on this topic were not retrieved in the search for this paper. The literature does not address these changes as switches because, by definition, they are not switches since all biologic manufacturers need to comply with the ICH Q5E guidance \[[@CR13]\] on comparability data when submitting changes in manufacturing process for regulatory approval.

In our opinion, the literature review conducted by Cohen et al. \[[@CR1]\] did not comprehensively address the question as to whether switching from innovator to biosimilar could lead to altered clinical outcomes. We believe that the lack of comprehensive and systematic inclusion of relevant studies, appropriate weighting to reflect strength of evidence, and the combining of results across drugs, diseases, and type of studies, challenge the conclusion reached. Although RCT data have demonstrated biosimilarity between biosimilars and their innovators, the outcomes of switching from innovator to a biosimilar---including effectiveness, safety, immunogenicity, and persistency in the real world as well as multiple switches in the context of interchangeability, remain to be fully elucidated. Additional studies are needed on this important question.
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